Here, by using different approaches, we found that Waldenstrӧm Macroglobulinemia (WM) cells 7 exhibit high levels of Nampt compared with normal B cells, indicating its potential oncogenic 8 role. As a result, dual Nampt and BTK inhibition leads to significant and synergistic WM cell 9 death, regardless of MYD88 and CXCR4 mutational status. Overall, our data provide the 10 mechanistic preclinical rationale for targeting Nampt, either alone or with Btk inhibitor Ibrutinib,
, Nampt expression (probe ID 217739_s_at) was were treated with increasing doses of FK866 (1-3nM); ibrutinib, over a range of 0.5-5µM, was 237 then added followed by assessment of cell viability after 72h. As shown in Fig.2 and Supp. treated with either drug alone (22.5 days for ibrutinib and 28 days for FK866) (Fig.6B) 
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Antiapoptotic potency of Bcl-2 proteins primarily relies on their stability, not binding selectivity. 
